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1 . (Currently Amended) A composition comprising: 

(a) at least ono 0.1 to 1000 milligrams of a sterol absorption represented by 
Formula (IT): 




or pharmaceutical )y acceptable salts or solvates thereof: 



R R z 
Ar 1 -X m -(C) q -Y n -(C) r Z p> 
ii- is 



Ar J 



-N 



\ 



Ar 2 . 



-0) 



or isom e rs th e reof, or pharmacoutically aoooptnble - salts or solvat es of th e compounds - of 
Formula (I) or of the isom e rs th e r e of, wh e r e in: 

4-2 * 

Af "and Ar ore ind e p e nd e ntly - selected from th e group consisting of aryl and R - 
substituted oryl; 



{W0325777.1} 



PAGE 8/60* RCVD AT 11912007 4:11:51 PM [Eastern Standard Time] * SVR:USPTO-EFXRF-2/17 ' DNIS:2738300* CSID: * DURATION (mm-ss):15-46 



JAN-09-2007 16:23 



The Webb Law Firm 



P. 009 



Response Under 37 CFR L116 
Expedited Procedure 
Examining Group 1617 

Application No. 10/056,680 

Amendment Dated: January 9, 2007 

Reply to Final Office Action of July 1 1, 2006 

Ar is aryl or R ^ substituted aryl; 

X, Y and Z ar e ind e p e ndently s e l ect e d from tho group consisting of 
-GW a, CHffow e ralkyl) and C(diloworolltyl) ; 

RraadrR ore ind e p e ndently selected from th e group cons i sting of OR 
.^GQ)R VffiCO)OR* and 0(CO)Mt* R*t 

R -ead-R or e ind e p e ndently select e d from tho group consisting of hydroge n, 
low e r alky] and -a ry t? 

qisOor I; - 

fri& Qor 1; 

m, n and p are indep e nd e nt l y s e l ected - from 0, 1, 2, 3 or 1; provided that at least 
on e of q and r is 1, and th e sum of m, n, p, q and r i s 1, 2, 3, 4 , 5 or 6; and p r ovid e d that 
wh e n p is 0 and r is 1, tho sumof m, q and n is 1, 2, 3> 1 or 5; 

R 4 is 1 5 subfltitucnte - kid e p e nd e ntly s e l e c te d from th e group consisting of lowe f 
ftl ^4-^ 6 r ^G€^ 6 y Q(CO)OR^ ^Q(€H 3 )^QR 6 y -0(eO^V ? 
44rV,^*<G©)R^^ 

-gonrV^gorV-so^V^ 

^G^^eQ^ V^Clowcrallcylonoj CQO R^ CH-CH COOR^ O^-CN? 
-NQ 2 and halogen; 

R 4 - ia 1 - 5 substituonto indopondontly -se l e ot e d from th e group co nsistin g of 

^ 6 -^c^ Vo(co)orV o(€^) 4 , 5 or ^ o(co)mrV h^rV 7 

4^ 6 (GO)rVnR 4 {GO)©R^ 
-G^VsO^NRVrS^^^ 
^t e w e g- alkylene)COOR 6 and CH-CH COOR^ f 

R Hfe -aftd-R -afe4ftd€^ee doatly - selected from tho group consisting of hydrog e n, 
le wc g- ollcyl, aryl and aryl - substitutod low e r alkyl; and 
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R is low e r a ti cyl, oryl or oryl substituted lower alkyl; and 



(b) 1 to 1 000 milligrams of aspirin. 



2. (Canceled). 



3. (Canceled). 



4. (Withdrawn) The composition according to claim 1, wherein the at least 
one sterol absorption inhibitor is represented by Formula (III): 



or isomers thereof, or pharmaceutically acceptable salts or solvates of the compounds of 
Formula (IE) or of the isomers thereof, or prodrugs of the compounds of Formula (III) or 
of the isomers, salts or solvates, thereof, wherein > in Formula (III) above: 




(in) 



Ar 1 is R 3 -substituted aryl; 

2 4 

Ar is R -substituted aryl; 
At 3 is R 5 -substituted aryl; 



Y and Z are independently selected from the group consisting of -CHj-, 
-CH(lower alkyl)- and -C(dilower ailkyl)-; 

A is selected from -O, -S-, -S(0> or -S(0) 2 s 

R 1 is selected from the group consisting of -OR 6 , -0(CO)R 6 , -0(CO)OR* and 



4 
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-0(CO)NRV; R 2 is selected from the group consisting of hydrogen, lower alkyl and 

1 2 

aryl; orR andR together are =0; 
qis 1,2 or 3; 
pis 0, 1,2,3 or 4; 

R 5 is 1-3 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(0^),. 5 OR 9 , -0(CO)NR 6 R 7 , -NrV, -NR 6 (CO)R ? , 
-NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 -lower alkyl, -NR 6 SO r aryl, -CONrV, - 
COR 5 , -SOjNrV, S(OV 2 -alkyl, S(0) M -«yl, -O^WCOOR 6 , -0(CH 2 ) u 
10 CONR 6 R 7 , o-halogeno, m-halogeno, o-lower alkyl, ra-lower alkyl, -(lower alkylcnc)- 

COOR 6 , and 
^CH=CH-COOR 6 ; 

3 4 

R and R are independently 1-3 substituents independently selected from the 
group consisting of R* 5 hydrogen, p-lowcr alkyl, aryl, -N0 2 , -CF 3 and p-halogeno; 

6 7 8 

R , R and R are independently selected from the group consisting of hydrogen, 
lower alkyl, aryl and aryl-substituted lower alkyl; and 

9 

R is lower alkyl, aryl or aryl-substituted lower alkyl. 

5. (Withdrawn) The composition according to claim 1, wherein the at least 
one sterol absorption inhibitor is represented by Formula (TV): 



>19 



Ar 1 -R 1 -Q. J^> 



A N 



(IV) 



5 
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or isomers thereof, or phannaceutically acceptable salts or solvates of the compounds of 
Formula (TV) or of the isomers thereof, or prodrugs of the compounds of Formula (IV) or 
of the isomers, salts or solvates thereof, wherein, in Formula (IV) above: 

A is selected from the group consisting of R 2 -substituted heterocycloalkyl, R 2 - 
substituted heteroaryl, R 2 -substituted benzofused heterocycloalkyl, and R 2 -substituted 
benzofused heteroaryl; 

1 3 

Ar is aryl or R -substituted aryl; 
At 2 is aryl or R 4 -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, forms the spiro 



"r*— (R 6 ) a 
group ( R ^ ; and 



R l is selected from the group consisting of: 

-(CH 2 ) q -, wherein q is 2-6, provided that when Q forms a spiro ring, q can 

also be zero or 1 ; 

-(CH 2 ) c -G-(CH 2 ) r -, wherein G is -0-, -C(0)-, phenylene, -NR*- or 
-StO)^-, e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 

~(C 2 -C 6 alkenylene)-; and 

-(CH 2 ) r V-(CH 2 ) g -, wherein V is C 3 -C 6 cycloalkylene, f is 1-5 and g is 0-5, 
provided that the sum of f and g is 1-6; 
R 5 is selected from: 

-CH-, ~C(C r C 6 alkylK -CF-. -C(OH)-, -C(C 6 H 4 -R 9 h or- + NCT ; 

R 6 and R ? are independently selected from the group consisting of 
-CH2-, -CH(C r C 6 alkylK -C(di-(C r CJ alkyl), -CH=CH- and 
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-C(C r C 6 alkyl)=CHs or R 5 together with an adjacent R 6 , or R 5 together with an adjacent 

R 7 , form a -CH=CH- or a -CH=C(C r C 6 alkyl)- group; 

a and b are independently 0, 1, 2 or 3, provided both are not zero; provided that 
when R 6 is -CH=CH- or -C(C r C 6 alkyl)=CH-, a is 1; provided that when R ? is 
-CH=CH- or -C(C r C 6 alky))=CH-, b is 1 ; provided that when a is 2 or 3, the R 6 's can be 

the same or different; and provided that when b is 2 or 3, the R% can be the same or 
different; 

and when Q is a bond, R 1 also can be selected firon): 




where M is -O-, -S-, -S(0> or -S(0) 2 -; 

X, Y and Z are independently selected from the group consisting of 
-CH 2 -, -CH(C r C 6 alkyl> and -CWC^ alkyl); 

R 10 and R 12 are independently selected from the group consisting of 

-OR 4 , -0(CO)R l4 5 -0(CO)OR 16 and -0(CO)NR ,4 R 15 ; 

11 13 

R and R are independently selected from the group consisting of hydrogen, 
(C r C 6 )alkyl and aryl; or R 10 and R 11 together are =0, or R 12 and R* 3 together arc =0; 
dis 1,2 or 3; 
h is 0, 1,2, 3 or 4; 

sisOorl; t is 0 or 1; m, n and p are independently 0-4; provided that at least one 
of s and t is I, and the sum of m, n, p, s and t is 1-6; provided that when p is 0 and t is 1, 
the sum of m, s and n is 1-5; and provided that when p is 0 and s is 1, the sum of m, t and 
n is 1-5; 

visOor 1; 

j and k are independently l-5 ? provided that the sum of j, k and v is 1 -5; 
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2 ♦ 

R is 1-3 substitucnts on the ring carbon atoms selected from the group consisting 
of hydrogen, (C,-C 10 )alkyl, (C 2 -C, 0 )alkenyl, (C 2 -C J0 )alkynyl, 

17 17 

(CyC^ycloalkyl, (Cj-C^cycloalkenyl, R -substituted aryl, R -substituted benzyl, 
R 1 '-substituted benzyloxy, R 1 '-substituted aryloxy, halogeno, -NR W R 15 , 
NR^R'^Cj-Cg alkylcne>-, NrV^OXC,-^ alkylene)-,-NHC(0)R 16 , 
OH, C r C 6 alkoxy, -OC(0)R 1<S , -COR 14 , hydroxy^, -C^alkyl, (C,-C 6 )alkoxy(C 1 - 
C^alkyl, N0 2 , -S(O) 0 . 2 R 16 , -S0 2 NR 14 R 15 and ~(Ci-C 6 alkyIene)COOR U ; when R 2 is a 

2 \ {CHa) M 

substituent on a heterocycloalkyl ring, R is as defined, or is =0 or o' ; and, 

2 

where R is a substituent on a substitutable ring nitrogen, it is hydrogen, 

(Cj-C 6 )alkyi, aryl, (Cj-C^alkoxy, aryloxy, (Cj-C^alkylcarbonyl, arylcarbonyl, hydroxy, 

-(CH^CONR R , 




wherein J is -0-, -NH-, -NR 1 8 - or -CHj-; 

3 4 

R and R are independently selected from the group consisting of 1-3 substitucnts 
independently selected from the group consisting of (C,-C 6 )alkyl, 

-OR", -0(CO)R M , -0(CO)Or' 6 , -CKCH^OR 14 , -0(CO)NR W R 15 , -NR I4 R 15 , 

-NR 14 (CO)R 15 , -NR I4 (CO)OR 16 , -NR 14 (CO)NR 15 R 19 , -NR 14 S02R 16 , -COOR M , 

-CONrV, -COR 14 , -S02NR 14 R ,$ , S(0), 2 R 16 , ^(CH^^-COOR 14 , 

-OCCH^j.^CONR^R 15 , <C t -C 6 alkylene)-COOR 14 -CH-CH-COOR 14 , -CF 3 , ^CN, -N0 2 
and halogen; 

R* is hydrogen, (C l -C 6 )alkyl, aryl (q-C^dkyl, -C(0)R 14 or -COOR U ; 

S 
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9 17 

R and R are independently 1-3 groups independently selected from the group 
consisting of hydrogen, (CpC^alkyl, (C 1 -C 6 )alkoxy, -COOH, N0 2 , 

-NRV S ,OHandhalogeno; 

14 15 

R and R are independently selected from the group consisting of hydrogen, 
(C t -C<s)alkyl, aryl and aryi-substituted (C r Cf)alkyl; 

R 16 is (C,-C 6 )alkyl, aryl or R 1? -substituted aryl; 

18 . 

R is hydrogen or (C^-C^alkyl; and 

19 

R is hydrogen, hydroxy or (C r C 6 )alkoxy. 

6. (Withdrawn) The composition according to claim 1, wherein the at least 
one sterol absorption inhibitor is represented by Formula (V): 




or isomers thereof, or phannaceutically acceptable salts or solvates of the compounds of 
Formula (V) or of the isomers thereof, or prodrugs of the compounds of Formula (V) or 
of the isomers, salts or solvates thereof, wherein, in Formula (V) above: 

At is aryl, R -substituted aryl or heteroaryl; 

Ar is aryl or R -substituted aryl; 

Ar is aryl or R -substituted aryl; 

X and Y are independently selected from the group consisting of -CH 2 -, 
-CHOowex alkyl> and -C(dilowcr alky!)-; 
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R is -OR 6 , -0(CO)R 6 , -0(CO)OR 9 or -0(CO)NR 6 R 7 ; R 1 is hydrogen, lower alkyl 

or aryl; or R and R together are K); 
q is 0 or 1 ; 
r is 0, 1 or 2; 

m and n are independently 0, l v 2 9 3, 4 or 5; provided that the sum of m, n and q 
is 1,2, 3, 4 or 5; 

4 . 

R is 1 -5 substituents independently selected from the group consisting of lower 
alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -OCCR^OR*, -0(CO)NR 6 R 7 , 
-NrV, -NR 6 (CO)R ? , -NR 6 (CO)OR 9 , -NR 6 (CO)NR V, -NR 6 S02R 9 , -COOR 6 , 
-conrV, -COR 6 , -SO^V, S(0)o. 2 R 9 , -occh^j.^-coor 6 , 
-©(CH^.^CONrV, flower alkylene)COOR 6 and -CH-CH^COOR 6 ; 

R 5 is 1-5 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -OCCH^OR 6 , -0(CO)NrV, -NrV, -NR 6 (CO)R ? , 
-NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 R 9 , -COOR 6 , -CONrV, -COR 6 , -SO a NR 6 R ? , 
S(OV 2 R 9 , -O(CH 2 ) M0 -COOR 6 , ^(C^^^CONrV, -CF 3 , -CN, -N0 2 , halogen, 
flower alkylcnc)COOR 6 and ~CH=CH-COOR 6 ; 

6 7 8 

R , R and R axe independently selected from the group consisting of hydrogen, 
lower alkyl, aryl and aryl-substituted lower alkyl; 

9 . 

R is lower alkyl, aryl or aryl-substituted lower alkyl; and 

10 

R is 1-5 substituents independently selected from the group consisting of lower 
alkyl, -OR 6 , -0(CO)R 6 , ~0(CO)OR*, -O^H^OR 6 , -0(CO)NR 6 R 7 , 
-NRV, W(CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR V, -NR°S0 2 R 9 , -COOR 6 , 
-conrV, -cor 6 , -so 2 nrV, -S(0) w R 9 , -O(CH 2 ) M0 -COOR 6 , 

-O(CH 2 ) M0 CONrV, -CF 3 , -CN, -N0 2 and halogen. 



10 
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7. (Withdrawn) The composition according to claim 1, where the at least 
one sterol absorption inhibitor is represented by Formula (VT): 



R4 

>i-(R 2 )v A / R20 



cr r 2 i 

(VI) 

or isomers thereof, or pharmaceutically acceptable salts or solvates of the compounds of 

Formula (VI) or of the isomers thereof, or prodrugs of the compounds of Formula (VI) or 

* 

of the isomers, salts or solvates thereof; wherein in Formula (VI) above: 
Rl is 

-CH-, -Cflower alkyl)-. -6f-, -6(OH)-, -b(C 6 H 5 h -b(C 6 H 4 -R 15 )-, 

-Nhor-lNIO"; 

R2 and R3 are independently selected from the group consisting of: 
-CH2-, -CHflower alkyl)-, -C(di-lower alky)>, -CH-CH^ and -C(lower alkyi>=CH-; or 
Rl together with an adjacent R2, or R] together with an adjacent R3, form a 
-CH=CH- or a -CH-C (lower alkyl)- group; 

u and v are independently 0, 1, 2 or 3, provided both are not zero; provided that 
when R2 is -CH-CH- or -C(lower alkyl)=CH-, v is 1; provided that when R3 is 
-CH=CH- or -C(lower alkyl^H-, u is 1 ; provided that when v is 2 or 3, the R2's can be 
1he same or different; and provided that when u is 2 or 3, the R3*s can be the same or 
different; 

R4 is selected from B-(CH2)n)C(0)-, wherein m is 0, 1, 2, 3, 4 or 5; 
B-(CH2)q-, wherein q is 0, 1, 2, 3, 4, 5 or 6; 

11 
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B-(CH2)e-Z-(CH2)rv wherein Z is -0-, -C(O)-, phenylcnc, -N(Rg> or -S(O)0-2-, 
e is 0, 1, 2, 3, 4 or 5 and r is 0, 1, 2, 3, 4 or 5, provided that the sum of e and r is 0, 1 , 2, 3, 
4, 5 or 6; 

B-(C2-C6 alkenylene)-; 

-(C4-C6 alkadienylene)-; 

B-(CH2)t-Z-(C2-C6 alkenylene)-, wherein 2 is as defined above 7 and wherein t is 
0, 1, 2 or 3, provided that the sum of t and the number of carbon atoms in the alkenylene 
chain is 2, 3, 4 ? 5 or 6; 

B-(CH2)f^V-(CH2)g-, wherein V is C3-C6 cycloalkylene, f is 1 , 2, 3, 4 or 5 and g 
is 0, 1 , 2, 3, 4 or 5> provided that the sum of f and g is 1, 2, 3, 4, 5 or 6; 

B-(CH2)t-V~(C2-C6 alkenylene)- or 

B-(C2-C6 alkenylene>V-(CH2)t-> wherein V and t arc as defined above, provided 
that the sum oft and the number of carbon atoms in the alkenylene chain is 2, 3, 4, 5 or 6; 
B-(CH2)a-Z-(CH2)b-V-(CH2)d-, wherein Z and V are as defined above and a, b and d 
arc independently 0, 1, 2, 3, 4, 5 or 6, provided that the sum of a, b and d is 0, 1, 2, 3, 4, 5 
or 6; or T-(CH2)s-> wherein T is cycloalkyl of 3-6 carbon atoms and s is 0, 1, 2, 3, 4, 5 or 
6; or 



Rl and R4 together form the group B-CH=C- ; 

B is selected from indanyl, indenyl, naphthyl, tetrahydronaphthyj, beteroaryl or 
W-substituted heteroaryU wherein heteroaryl is selected from the group consisting of 
pyrrolyl, pyridinyl, pyrimidinyl, pyrazinyl, triazinyl, imidazolyl, thiazolyl, pyrazolyl, 
thienyl, oxazolyl and furanyl, and for nitrogen-containing heteroaryls, the N-oxides 
thereof, or 




R17 



12 



{W0325777.1J 



PAGE 18/60 * RCVDAT 1/9/2007 4:11:51 PM [Eastern Standard Time] * SVR: USPTO-EFXRF-2/1 7 * DNIS:2738300 ' CSID: * DURATION (mm-ss):1546 



JAN-09-2007 16:26 



The Webb Law Firm 



P. 019 



Response Under 37 CFR 1.116 
Expedited Procedure 
Examining Group 1617 

Application No. J 0/056,630 

Amendment Dated: January 9, 2007 

Reply to Final Office Action of July 1 1 , 2006 

W is 1 to 3 substituents independently selected from the group consisting of 
lower alkyl, hydroxy lower alkyl, lower alkoxy, alkoxyaikyl, alkoxyalkoxy, 
alkoxycarbonylaikoxy, (lower aJkoxyimino)-lower alkyl, lower alkanedioyl, lower alkyl 
lower alkanedioyl, allyloxy, -CF3, -OCF3, benzyl, R7-benzyl, benzyloxy, 
R7~benzyloxy, phenoxy, R7~phenoxy, dioxolanyl, N02,-N(Rg)(R9) ? N(Rs)(R9>lower 
alkylene-, N(R8)(R9>lower alkylenyloxy-, OH, halogeno, -CN, -N3, -NHC(0)ORj 0, 
-NHC(0)Rio, Rl 1O2SNH-, (Ri l02S)2N- ? -S(0)2NH2, -S(O)0-2R8, tert-butyldimethyl- 
silyloxymethy), -C(0)Ri2, -COOR19, -C0N(R8)(R9)> -CH=CHC(0)Ri2 ? -lower . 
alky!ene-C(0)Ri2, Rl 0C(O)(lower alkylenyloxy)-, N(Rg)(R9)C(0)(lower 

- CH2- N ^R 13 

alkylenyloxy)- and for substitution on ring carbon atoms, 

and the substituents on the substituted heteroaryl ring nitrogen atoms, when present, are 
selected from the group consisting of lower alkyl, lower alkoxy, -C(0)ORi 0, 
-C(O)Ri0> OH, N(R$XR9Mower aikylene- 9 N(RSXR9>lower alkylenyloxy-, -S(0)2NH2 
and 2-(trimethylsilyl>ethoxymethyl; 

R7 is 1-3 groups independently selected from the group consisting of lower alkyl, 
lower alkoxy, -COOH, N02> -N(R8)(R9), OH, and halogeno; 

R8 and R9 are independently selected from H or lower alkyl; 

Rl 0 is selected from lower alkyl, phenyl, R7-phenyl, benzyl or R7-benzyl; 

Rl 1 is selected from OH, lower alkyl, phenyl, benzyl, R7-phenyl or R7-benzyl; 

Rl2 is selected from H, OH, alkoxy, phenoxy, benzyloxy, 

/ — ^ 
-N R 13 

^ — f , -N(R$)(R9), lower alkyl, phenyl or R7-phenyl; 

Rl3 is selected from -0-, -CH2-, -NH-, ^N(lower alkyl)- or -NC(0)Ri9; 

R-15> Rl6 and R 17 are independently selected from the group consisting of H and 
the groups defined for W; or Rl 5 is hydrogen and R] 6 and R17, together with adjacent 
carbon atoms to which they are attached, form a dioxolanyl ring; 

13 
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Rl9 is H, lower alkyl, phenyl or phenyl lower alkyl; and 

R20 and R21 are independently selected from the group consisting of phenyl, W- 
substitutcd phenyl, naphthyl, W-substituted naphthyl, indanyl, indenyl, 
tetrahydronaphthyl, benzodioxolyl, heteroaryl, W-substituted heteroaryl, benzofused 
heteroaryl, W-substituted benzofused heteroaryl and cyclopropyl, wherein heteroaryl is 
as defined above. 



8. (Withdrawn) The composition according to claim U wherein the at least 
one sterol absorption inhibitor is represented by Formula (VIIA) or (VIIB): 

B 
I 

A 



or 



8'— D- 



/ — n. 



B 



> 


. I 




■ N 



(VIIA) 



O R4 

(VIIB) 

or isomers thereof or pharmaceutically acceptable salts or solvates of the compounds of 
Formulae (VIIA) or (VIIB) or of the isomers thereof, or prodrugs of the compounds of 
Formulae (VIIA) or (VIIB) or of the isomers, salts or solvates thereof, wherein in 
Formulae (VIIA) and (VIIB) above: 



14 

{W0325777.1*, 



PAGE 20/60* RCVDAT 1/9/2007 4:11:51 PM [Eastern Standard Time] * SVR:USPTO-EFXRF-2/17 * DNIS:2738300 * CSID: * DURATION (mm-ss):15-46 



JAN-09-2007 16:26 



The Webb Law Firm 



P. 021 



Response Under 37 CFR 1.1 16 
Expedited Procedure 
Examining Group 1617 

Application No. 10/056,680 

Amendment Dated: January 9, 2007 

Reply to Final Office Action of July 11, 2006 

A is -CH=CH-, -C=C- or <CH2)p- wherein p is 0, 1 or 2; 
Bis 



B' is 




D is -(CH2)mC(0)- or -(CH2)q- wherein m is 1, 2, 3 or 4 and q is 2, 3 or 4; 

E is Cjo to C20 alkyl or -C(0)-(C9 to Ci9>alkyl, wherein the alkyl is straight or 
branched, saturated or containing one or more double bonds; 

R is hydrogen, C1-C15 alkyl, straight or branched, saturated or containing one or 
more double bonds, or B-(CH2)r wherein r is 0, 1, 2, or 3; 

Rl, R2 ? R3> Rl% R2S and Ry are independently selected from the group 
consisting of hydrogen, lower alkyl, lower alkoxy, carboxy, NO2, NH2, OH, halogeno, 
lower alkylamino, dilower alkylamino, -NHC(0)OR5, R6O2SNH- and -S(0)2NH2; 

R4is 




wherein n is 0, 1, 2 or 3; 

R5 is lower alkyl; and 

R6 is OH, lower alkyl, phenyl, benzyl or substituted phenyl wherein the 
substituents are 1-3 groups independently selected from the group consisting of lower 
alkyl, lower alkoxy, carboxy, NO2, NH2, OH, halogeno, lower alkylamino and dilower 
alkylamino. 

15 
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9. (Withdrawn) The composition according to claim 1 , wherein the at least 
one sterol absorption inhibitor is represented by Formula (VIII): 

r>26 

« , V>o-G 

Ar 1 -R 1 -CL W 

(vni) 

or isomers thereof, or pharmaceuticaily acceptable salts or solvates of the compounds of 
Formula (VJ3I) or of the isomers thereof, or prodrugs of the compounds of Formula 
(VIII) or of the isomers, salts or solvates thereof, wherein, in Formula (VIH) above, 
R^isHorOG 1 ; 

G and are independently selected from the group consisting of 



H, 




and 

R 4 ' 



OR 33 

R 43 C*JU. R 

0R3 0 ° CH 2 Rt> : 
CV/j^Y' provided that when R26" ^ h or 



OH, G is not H; 

R, R a and R D are independently selected from the group consisting of H, -OH, 
halogeno, -NH2, aado, (Ci-C^)alkoxy(Ci-C6)-alkoxy or -W-R3 0 ; 

W is independently selected from the group consisting of -NH-C(O)-, -O-C(O)-, - 
0-C(0)-N(R31>, -NH-C(0)-N(R31)- and -0-C(S>N(R31)- ; 

16 
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R 2 and R6 are independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl(Cl-C6)alkyl; 

R 3 , R 4 , R 5 , R 7 , R 3a and R 4a are independently selected from the group 
consisting of H, (Ci-C6)alkyl, aryl(Ci-C6)alkyl, -C(0)(Ci-C6)alkyl and 
-C(0)aryl; 

R30 is selected from the group consisting of R 32 -substituted T, 
R 32 -substitutcd-T-(Ci-C6)alkyl, R 3 2.substituted-(C2-C4)alkenyI 3 
R 32 -$ub$tituted-(Ci-C6)alkyl, R 32 -substituted-(C3-C7)cycIoalkyl and 
R 32 -substituted-(C3-C7)cycloalkyl(Ci-C6)alkyl; 

R 3 1 is selected from the group consisting of H and (Ci-C4)alky]; 

T is selected from the group consisting of phenyl, fury], thieny), pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, iosthiazolyl, benzothiazolyl, thiadiazolyl, pyrazolyl, 
imidazolyl and pyridyl; 

R 32 is independently selected from 1-3 substituents independently selected from 
the group consisting of halogeno, (Ci-C4)alkyl, -OH, phenoxy, 
-CF3, -N02, (Ci-C4)aJkoxy, methylenedioxy, oxo, (Ci-C4)alkylsulfanyl, 
(Ci-C4)alkylsulfinyl, (Ci-C4)aIkylsulfonyl, -N(CHs)2, -C(0)-NH(Ci-C4)alkyl, 
-C(0)-N((Ci-C4)alkyl)2, -C(0)-(Ci-C4)alkyl, -C(OMCi-C4)alkoxy and 
pyrrolidinylcarbonyl; or R 32 is a covalent bond and R 31 , the nitrogen to which it is 
attached and R 32 form a pyrrolidinyl, piperidinyl, N-methyl-piperazinyl, indolinyl or 
morpholinyl group, or a (Ci -C4)aIkoxycarbonyl-substituted pyrrolidinyl, piperidinyl, 
N-methylpiperazinyl, indolinyl or morpholinyl group; 

At 1 is aryl or R ^-substituted aryl; 

Ar 2 i s aryl or R * 1 -substituted aryl ; 

Q is a bond or, with the 3-po$ition ring carbon of the azetidinone, 
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" R 12_ (R 13 )a 

forms the spiro group (R 14 )b ; and 

R 1 is selected from the group consisting of 

-(CH2)q-, wherein q is 2-6, provided that when Q forms a spiro ring, q can 
also be zero or 1; 

-(CH2) e -E-(CH2)r, wherein E is -O-, -0(0)-, phenylcnc, -NR 22 - or 
-S(O)0-2> c is 0-S andr is 0-5, provided that the sum of e and r is 1-6; 
-(C2~C6)al_kenylenc-; and 

-(CH2)f-V-(CH2)g-, wherein V is C3-C6 cycloalkylene, f is 1-5 and g is 
0-5, provided that the sum of f and g is 1-6; 
Rl2i s 

' 1 II l ~ I I 

-CH-, -C(C r C 6 alkyl)-, -CF-, ^C(OHh ^(CeH^R 23 )-, -N-, or - + NCT ; 

R*3 and R*4 are independently selected from the group consisting of -CH2-, 
-CH(Ci-C6 alkyl)-, -C(di-(Ci-C6) alkyl), -CH=CH- and 

-C(Ci-C6 alkyl)=CH-; or R* 2 together with an adjacent R^ or r12 together with an 
adjacent R 14 , form a -CH=CH- or a -CH<:(Ci-C6 alkyl)- group; 

a and b are independently 0, 1 , 2 or 3, provided both are not zero; 

provided that when R*3 i S „CH=CH- or -C(Ci-C6 a!kyl)=CH-, a is 1; 

provided that when rH is -CH=CH- or -C(Ci-C6 alkyl)=CH-, b is 1 ; 

provided that when a is 2 or 3, the R* 3' s can be the same or different; and 

provided that when b is 2 or 3, the Rl^'s can be the same or different; 

and when Q is a bond, R 1 also can be: 



is 
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R 15 R 17 R 15 R 16 

^-Y d -C-Z- t -X m -(C),-Y n -(C) t -Z p - or -X r (C) v -Y k -S(0)o_ 2 -; 
R 16 R 18 r16 R« 

M is -0-, -S-, -S(O)- or -S(0)2-; 

X, Y and Z are independently selected from the group consisting of 
-CH(Ci-C6)alkyl- and -C(dKCi-C6)alkyl); 

RlO and RH are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of 
(Ci-C6)alky), -OR 1 9, -O(C0)R^, -0(CO)OR21, -0(CH2)]-50R 19 , 
-O(CO)NR19r20 5 -Nr19r20 5 _nr1 9(CO)R20, -NRl9(CO)OR21, 
-NR 1 9(CO)NR2C^r25 -NR^SC^R 21 , -COOR 1 * -CONRJ9r20, jCOR™, 
-SO2NR 19 r20 j S(0)o-2R 21 , -O(CH2)l.l0-COORl9 -O(CH2)M0CONR19r20, 
(C1-C6 alkylene^COOR 1 ? -CH=CH-COORl9 -CF3, -CN, -N02 and halogen; 

are independently selected from the group consisting of -OR 19 , 
-0(CO)R 1 9 -0(C0)0R21 and-O(CO)NRl9 R 20 ; 

Rl6 and R 1 ^ are independently selected from the group consisting of H, 
(Ci-C6)alkyl and aryl; or R 15 and R 16 together are O, or R 17 and R 1 * together are 
=0; 

dis 1,2 or 3; 
hisO, 1,2, 3 or 4; 

s is 0 or 1; t is 0 or 1; m, n and p are independently 0-4; 
provided that at least one of s and t is 1, and the sum of m, n, p, s and t is 1-6; 
provided that when p is 0 and t is 1, the sum of m, s and n is 1-5; and provided 
thatwhenpisOandsis 1, the sum ofm, tandnis 1-5; 
visOorl; 

j and k are independently 1 -5, provided that the sum of j, k and v is 1-5; 
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R 15 

-X r (C) v -Y k -S(0)o. 2 - 
and when Q is a bond and R 1 is R 16 , Ar 1 can also be 

pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, thiazolyl, pyrazinyl, 
pyrimidinyl or pyridazinyl; 

Rl9andR20 are independently selected from the group consisting of H, 
(Ci-C6>lkyl, aryl and aryl-substituted (Ci-C6)alkyl; 

R 21 is (Ci-C6)aJkyl, aryl or R 24 -substituted aryl; 

R 22 i s a (Ci-C6)alkyl, aryl (Ci-C6)alkyl, -C(0)R^ or-COORl9; 

R 2 3andR24 are independently 1-3 groups independently selected from tho group 
consisting of H, (Ci -Chalky), (Ci-C6)alkoxy, -COOH, NO2, 

-NR 19 R 2 <>, -OH and halogeno; and 

R 2 * is H, -OH or (C] -C6)aIkoxy. 



10. (Withdrawn) The composition according to claim 1, wherein the at least 
one sterol absorption inhibitor is represented by Formula (IX): 



OR 1 



Ar 1 — CH — Q €?y R 26 




(DQ 

or isomers thereof, or pbarmaceutically acceptable salts or solvates of the compounds of 
Formula (DC) or of the isomers thereof, or prodrugs of the compounds of Formula (IX) or 
of the isomers, salts or solvates thereof, wherein, in Formula (IX) above, 
R 26 

is selected from the group consisting of: 

a) OH; 

b) OCH 3 ; 

c) fluorine and 

20 
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d) chlorine; 



R is selected from the group consisting of 




R, R a and are independently selected from the group consisting of H, -OH, 
halogcno, -NH2, azido, (Ci-C6)alkoxy(Ci-C6)-alkoxy and -W-R30 ; 

W is independently selected from the group consisting of 
-NH-C(O)-, -0-C(0)- 5 -0-C(0)-N(R3lK -NH-C(0)-N(R31> and 
-0-C(S)-N(R31>; 

R^ and R*> are independently selected from the group consisting of H, (Cj- 
C6)alkyl, aryl and aryl(Ci-C6)alkyl; 

R 3 , R 4 , R 5 , R 7 , R 3a and R 4a are independently selected from the group 
consisting of H, (Ci-C6)alkyl, aryl(Ci-C6)allcyU -C(0)(Ci-C6)alkyI and -C(0)aryl; 

R 30 is independently selected form the group consisting of 

R 32 -substituted T, R 32 -substituted-T-(Ci-C6)aJkyl > R 32 -substituted<C2-C4)alkenyl, 

R 3 2-substituted-(Ci-C6)alkyl, R 32 -substituted^(C3-C7)cycloalkyl and R 32 -substituted- 
(C3-C7)cycloalkyl(Ci -C6)alkyl; 

R 3i is independently selected from the group consisting of H and 
(Ci-C 4 )alkyl; 
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T is independently selected from the group consisting of phenyl, furyl, thienyl, 
pyrrolyl, oxazoJyl> isoxazolyl, thiazolyl, iosthiazolyl, benzothiazolyl, thiadiazolyl, 
pyrazolyl, imidazolyl andpyridyl; 

R32 i s independently selected from 1-3 substituents independently selected from 
the group consisting of H, halogeno, (Ci-C4)alkyl ? -OH, phenoxy, -CF3, -NO2, (Ci- 
C4)alkoxy, methylenedioxy, oxo, (Ci-C4)alkylsulfenyl, (Ci-C4)alkylsulfinyl, 
(Ci-C4)alkylsulfonyl, -N(CH3)2, -C(0>NH(Ci-C4)a]kyl, -C(0)-N((Ci-C4)alkyl)2, 
-C(0)-(Ci-C4)alkyl, -C(0)-(Ci-C4)alkoxy and pyrrolidinylcarbonyl; or R 32 is a 

covalent bond and R 3 *, the nitrogen to which it is attached and R 32 form a pyrrolidinyl, 
pipcridinyU N-methyl-piperazinyl, indolinyl or morpholinyl group, or a 
(C 1 -C4)alkoxycarbonyl-substitutcd pyrrolidinyl, piperidinyi, N-methylpiperazinyl , 
indolinyl or morpholinyl group; 

Arl is aryl, ^-substituted aryl; pyridyl* isoxazolyl, furanyl, pynrolyl, thienyl ? 
imidazolyl, pyrazolyl, thiazolyl, pyrazinyl, pyrimidinyl or pyridazinyl; 

Ar 2 is aryl or R* 1 -substituted aryl; 

Q is -(CH2)q-, wherein q is 2-6, or, with the 3-position ring carbon of the 
azetidinone, 

^Lj Rl3)a 

forms the spiro group 
Rl2is 

-CH-, -C(C r C 6 alkyl)-. -CF-. -C(OH)-, -C(C 6 H 4 -R 23 )-, -N-, or - + NO" ; 

Rl3 and R*4 are independently selected from the group consisting of -CH2-, 
-CH(Ci-C6 alkyl)-, -C(di-(Ci-C6) alkyl), -CH=CH- and -C(Ci-C6 alkyl)=CH-; or R*2 
together with an adjacent R 1 3 f or Rl2 together with an adjacent Rl 4 , form a 

22 
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-CH=CH- or a -CH=C(Ci-C6 alkyl)- group; 

a and b are independently 0, 1, 2 or 3, provided both axe not zero; provided that 
when Rl3 is -CH=CH- or -C(Ci-C6 alkyl)=CH-, a is 1; provided that when is - 
CH-CH- or -C(Ci-C6 alkyl>=CH-, b is 1; provided that when a is 2 or 3, the R 13 's can 

be the same or different; and provided that when b is 2 or 3, the R 1 4 's can be the same or 
different; 

R 10 and R 11 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (Ci-C$)alkyl ? 

-ORl9> -0(CO)R ! 9 0(CO)OR21, -0(CH2)l-50R 19 , -O(CO)NR19r20 ? -NR19r20 ? 
^NRl9(CO)R20 s -NRl9(cO)OR 21 , -NR 1 9(CO)NR20r25, -Nr19 S 02R 21 , "COOR 1 ^ 
-CONR19R20, _C0R^, -SO2NR19r20, -S(O)0-2R 21 , -O(CH2)l-l0-COORl9 
-O(CH2)1-10CONR19r20 > -(C1-C6 alkyleneKOOR 1 ^ -CH=CH-COOR 19 , -CF 3 , 
-CN, -NO2 and halogen; 

r!9 and R20 are independently selected from the group consisting of H, (Ci- 
C6)alkyl 5 aryl and aryl-substituted (Ci-C6)alkyl; 

R 21 is (Cl-C6)alkyl, aryl or R 24 -substituted aryl; 

R22 i s H, (Ci-C6)alkyl, aryl (Ci-C&alkyl, -C(0)R 19 or-COORl9; 

R 23 and R 24 are independently 1-3 groups independently selected from the group 
consisting of H, (Ci-C6)alkyl, (Ci-C6)alkoxy, -COOH, NO2, -NR 19 R 20 , -OH and 
halogeno; and 

R 2 * is H, -OH or (Cl -C6>lkoxy. 

11. (Canceled). 
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12. (Withdrawn) The composition according to claim 1 1, wherein the at least 
one blood modifier is an anti -coagulant 

13. (Withdrawn) The composition according to claim 12, wherein the anti- 
coagulant is selected from the group consisting of argatroban, bivalirudin, dalteparin 
sodium, desirudin, dicumarol, lyapolate sodium, nafamostat mesylate, phenprocoumon, 
tinzaparin sodium, warfarin sodium and combinations thereof. 

14. (Withdrawn) The composition according to claim 1 1 , wherein the at least 
one blood modifier is an anti-thrombotic agent. 

15. (Withdrawn) The composition according to claim 14, wherein the 
antithrombotic agent is selected from the group consisting of anagrelide hydrochloride, 
bivalirudiru cilostazol, dalteparin sodium, danaparoid sodium, dazoxiben hydrochloride, 
efegatran sulfate, enoxaparin sodium, fluretofen, ifetroban, ifetroban sodium, lamifibaru 
lotrafiban hydrochloride, nap$agatran, orbofiban acetate, roxifiban acetate, sibrafiban, 
tinzaparin sodium, trifcnagrel, abciximab, zolimomab aritox and combinations thereof. 

1 6. (Withdrawn) The composition according to claim 1 1 , wherein the at least 
one blood modifier is a fibrinogen receptor antagonist. 

17. (Withdrawn) The composition according to claim 16, wherein the 
fibrinogen receptor antagonist is selected from the group consisting of roxifiban acetate, 
fradafiban, orbofiban, lotrafiban hydrochloride, tirofiban, xemilofiban, monoclonal 
antibody 7E3, sibrafiban and combinations thereof. 

18-20* (Canceled). 
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2 1 . (Withdrawn) The composition according to claim 1 1 , wherein the at least 
one blood modifier is a platelet aggregation inhibitor- 

22. (Withdrawn) Tbe composition according to claim 21, wherein the 
platelet aggregation inhibitor is selected from the group consisting of acadesine, 
beraprost, beraprost sodium, ciprostene calcium, itazigrel, lifarizine, lotrafiban 
hydrochloride, orbofiban acetate, oxagrelate, fradafiban, orbofiban, tirofiban, xemilofiban 
and combinations thereof 

23. (Withdrawn) The composition according to claim 1 1 , wherein the at least 
one blood modifier is a hemorrheologic agent 

24. (Withdrawn) The composition according to claim 23, wherein the 
hemorrheologic agent is pentoxifylline. 

25. (Withdrawn) The composition according to claim 1 1 , wherein the at least 
one blood modifier is a lipoprotein associated coagulation inhibitor. 

26- (Withdrawn) The composition according to claim 1 1, wherein the at least 
one blood modifier is a Factor Xa inhibitor* 

27. (Withdrawn) The composition according to claim 26, wherein the Factor 
Xa inhibitor is selected from the group consisting of disubstituted pyrazolones, 
disubstituted triazoJines, substituted n-[(aminoiminomethyl)phcnyl] propylamides, 
substituted n-[(aminoraethyl)phenyl] propylamides, tissue factor pathway inhibitor 
(TFPI), low molecular weight heparins, heparinoids, bcnzimidazolines, 
benzoxazolinones, benzopipcrazinones, indanones, dibasic (amidinoaryl) propanoic acid 
derivatives, amidinophenyl-pyrrolidines, amidinophenyl-pyrrolincs, amidinophenyl- 
isoxazolidines, anridinoindoles, amidinoazoles, bis-arlysulfonylaminobenzamidc 
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derivatives, peptidic Factor Xa inhibitors and combinations thereof. 

28. (Withdrawn) The composition according to claim 1, wherein the at least 
one blood modifier is a low molecular weight heparin. 

29. (Withdrawn) The composition according to claim 28, wherein the low 
molecular weight heparin is selected from the group of enoxaparin, nardroparin, 
dalteparin, certroparin, pamaparin, reviparin, tinzaparin and combinations thereof* 

30. (Withdrawn) The composition according to claim 1, wherein the at least 
one blood modifier is a heparinoid. 

3L (Withdrawn) The composition according to claim 30, wherein the 
heparinoid is danaparoid. 

32, (Withdrawn) The composition according to claim 1 1, wherein the at least 
one blood modifier is a Factor Vila inhibitor. 

33. (Withdrawn) The composition according to claim 32, wherein the Factor 
Vila Inhibitor is selected from the group consisting of 4H-3 1 -benzoxa2in-4-one$, 4H-3,1- 
benzoxazin-4-thiones, quinazoHn-4-ones,, quinazolin-4-thiones, benzothiazin-4-ones, 
imidazolyl-boronic acid-derived peptide analogues TFPI-derivcd peptides and 
combinations thereof* 

34* (Withdrawn) The composition according to claim 32, wherein the Factor 
Vila Inhibitor is selected from the group consisting of naphthalcne-2-sulfonic acid {l-[3- 
(aminoiminomethyI)-ben^yl]-2-oxo-pyrrolidin-3-(S)-yl} amide trifluoroacetate, 
dibenzofuran-2-sulfonic acid { l-[3-(aminomethyl)-benzyl]-5-oxo-pyrrolidin-3-yl}- 
amide, tolulene-4-sulfonic acid { 1 -[3<aminoiminomcthyl)-ben2yl]~2-oxo-pyrro]idin-3- 
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(S)-y)} -amide trifluoroacetate, 3,4-dihydro-lH-i$oquinoline-2-sulfonic acid {l-[3- 
(ajnraoiimnomethyl>be^ trifhioroacctate and 

combinations thereof 

35. (Original) The composition according to claim 1, further comprising 
at least one cholesterol biosynthesis inhibitor. 

36. (Original) The composition according to claim 35, wherein the at least 
one cholesterol biosynthesis inhibitor comprises at least one HMG CoA reductase 
inhibitor. 

37. (Original) The composition according to claim 36, wherein the at least 
one HMG CoA reductase inhibitor is simvastatin. 



38. (Withdrawn) The composition according to claim 1 , further comprising 
at least one bile acid sequestrant 

39. (Withdrawn) The composition according to claim 1 > further comprising 
at Jeast one low-density lipoprotein receptor activator. 

40. (Withdrawn) The composition according to claim J , further comprising 
at least one Omega 3 fatty acid* 

41 . (Withdrawn) The composition according to claim 1 , further comprising 
at least one natural water soluble fiber. 



27 

<W032$777,U 



PAGE 33/60 * RCVD AT 1/9/2007 4:11:51 PM [Eastern Standard Time] * SVR:USPTO-EFXRF-2/17 * DNIS:2738300 * CSID: * DURATION (mm-ss):1546 



JAN-09-2007 16:29 The Webb Law Firm 

Response Under 37 CFR 1.116 
Expedited Procedure 
Examining Group 1617 

Application No. 1 0/056,680 

Amendment Dated: January 9, 2007 

Reply to Final Office Action of July 1 1, 2006 



P. 034 



42. (Original) The composition according to claim 1, further comprising 
at least one antioxidant or vitamin. 

43. (Canceled). 

44. (Canceled), 

45. (Previously Presented) A pharmaceutical composition for the 
treatment of vascular conditions, diabetes, obesity or lowering a concentration of a sterol 
in plasma of a mammal, comprising a therapeutically effective amount of the 
composition of claim 1 and a pharmaceutical^ acceptable carrier. 

46. (Withdrawn) A method of treating or preventing vascular conditions, 
diabetes, obesity or lowering a concentration of a sterol in plasma of a mammal, 
comprising the step of administering to a mammal in need of such treatment: 

(a) an effective amount of at least one sterol absorption inhibitor or 
pharmaceutical^ acceptable salt or solvate thereof or prodrug of the at least one sterol 
absorption inhibitor or of the salt or solvate thereof; and 

(b) an effective amount of at least one blood modifier for vascular conditions 
which is different from the sterol absorption inhibitor. 

47. (Currently Amended) A therapeutic combination comprising: 

(a) a first amount of 0.1 to 1 000 milligrams of a sterol absorption represented 
bv Formula (11): 
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orpharmaceutically acceptable salts or solvates thereof; at least one - s i orol absorption 
inhibitoHcpro fl ontod - by Formula (I): 



or i s om e rs thereof or pharmaceutical^ acc e ptab l e salts or solvat e s of the compoun d s of 
Formula (I) or of the isom e rs th e r e of r whor eiar 

* 2 4 

A* "and Ar ar e ind e p e ndently selected from th e group consisting of aryl and R - 
substitut e d aryl; 

A? is aryl or R - sub s tituto^Q q4y 

? fcr- Y and Z aro independently solootod from th e group cons i sting of 
-GH $ -, - CH(1ow e r alkyl) - and C(dilowor nlkylj ; 

RandR or e independ e ntly s e l e ct e d from th e group consisting of ■ OR ? 

- 0(G(^V^CO)OR 9 and - 0(CQ):Nft Vt 

R*-eadr-R * oro independ e ntly se l e ct e d from the group consisting of hydrange a? 
low e r alkyl and aryl; 




R R 2 

Ar^KCXfY^CV-Zp 
I . i 

R 1 R 3 
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qisOorl; 
f -4 s - 0oT U 

and p ar e indopondontly - s e lected from 0, 1, 2, 3 or 4; provided that a^4eas* 
one of q and r is 1, and tho sum of m, b - , p, q and r is 1, 2, 3, 1, 5 or 6; and provided that 
wh e npioOandris h th e sum of m 7 qondnis 1,2, 3 ? 4 or 5; 

4 „ 

R is 1 5 substituonts indopondontly s e l e cted from the group - oonoigting of lowe g 
aH^4H^Vo(€Q)R ^ 0(CO)Or Vo(€B^^ * 0(CO)Nr V s 

44rV^*rV^VnrV^ 

-Q(G&^€QNR 6 R * (lowor cJkylcno)COOR 6 , CH-CIl COOR 6 r -€P 3 ^gN ? 
-NO^ and hatege a? 

R 5 is 1 5 substituents indopond o ntly s e l e cted from th e group consisting of 

-e©RVs© 3 NRVd^^ 

(lower olkylono)COOR 4 and CH-CII - COQR^ 

R ?-R -aadrjfe , ore indop e nd e ntly - solootod from tho group consisting of hydrogca ; 
low e r alley s aryl and aryl substitut e d lower alley 1; and 

9 

R i$ low e r oHcyl, aryl or aryl s ubstitut e d lower alkyl; and 

(b) a second amount of 1 to 1000 milligrams of aspirin, 
wherein the first amount and the second amount together comprise a therapeutically 
effective amount for the treatment of vascular conditions, diabetes, obesity or lowering a 
concentration of a sterol in plasma of a mammal. 
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48. (Withdrawn) A method of treating or preventing vascular conditions, 
diabetes, obesity or lowering a concentration of a sterol in plasma of a mammal, 
comprising the step of administering to a mammal in need of such treatment an effective 
amount of the therapeutic combination of claim 47. 
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